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Introduction

Experience from prior military conflicts and early data from Iraq and Afghanistan suggest
that a significant percentage of troops on hazardous deployments will develop
posttraumatic stress disorder (PTSD). This is one of the most common, debilitating, and
chronic psychological disorders diagnosed among veterans. A large body of evidence in
PTSD now documents dysfunction of the hormone system that coordinates the biological
response to stress (the hypothalamic-pituitary-adrenal [HPA] axis). However, existing
studies typically involve participants who have suffered from the disorder for many years,
and information on biological processes occurring early in the disorder is lacking. In
addition, specific genes that regulate HPA axis function have recently been identified in
humans. Genes that are involved in the processing of emotions and cognition may also
be involved in the pathogenesis of PTSD. In recent years investigators have begun to
identify some of the relevant genes, and a few recent studies have identified specific
gene-environment interactions that appear to confer risk for mood and anxiety disorders.
The objective of this proposal is to study these biomarkers of risk in a carefully assessed
population of military personnel who have recently returned from war zones. This study
will enroll a target sample of 300 men and women who have recently returned from
hazardous deployment in a war zone and are undergoing a comprehensive assessment
of symptoms and stressors in a related 12-month longitudinal study. Samples of saliva
will be obtained for analysis of DNA and candidate genes as well as hormone
concentrations (cortisol). Hormone and genetic data will be used to predict the
development of PTSD and chronic PTSD. In addition, interactions of trauma severity
and other stressors as well as social supports with the biological factors will be
examined. Findings of this study will contribute to knowledge about the biomarkers of
risk for PTSD and will therefore increase our knowledge of the disease process and may
help us to identify individuals who are at highest risk for PTSD.

Body

This year we consented 125 subjects who were eligible for the study and collected
genetics samples on all of them. We received salivary cortisol back from 96 subjects
this year. All specimens have been catalogued, processed, and stored. All collection
materials have been ordered. We renewed our IRB approval. We plan to conduct
assays and analyses in years two and three of the grant.

Key Research Accomplishments
Consented 125 subjects

Collected genetic samples on a 125 subjects
Collected salivary cortisol on 96 subjects
Processed and stored all specimens
Renewed IRB approval

Reportable Outcomes

N/A



Conclusion

Recruitment and collection of genetic and salivary cortisol specimens has been
proceeding according to timeline.

References

N/A

Appendix

Dr. Tyrka's CV is attached.
Supporting Data

N/A
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Conference, 1/15/05, Regional Presentation.

3. “Risk for Depression: It’s Nature and Nurture.” Academic Meeting of the Butler Hospital Board of Trustees,
3/22/05, Regional Presentation.

4. “Sensitivity to Stress and Risk for Depression.” Academic Presentation to the Butler Hospital Staff
Association, 4/7/05, Regional Presentation.

5. “Clinical Psychiatry: Diagnosis and Management.” Lecturer for Falcon Reviews, 6/05-5/06, National
Presentation.

6. “Trauma and Psychopathology: Psychosocial and Biological Factors Influencing Risk and Resilience.”
Second Annual Joint Conference Butler Hospital and Family Service of Rhode Island, 3/24/06, Regional
Presentation.

7. “Risk for Major Depression: Genes, Stress, and the HPA Axis,” American Psychiatric Association 159"
Annual Meeting, Toronto, May, 2006, National Presentation.

8. “Current Research and Significance of Childhood Trauma: Effects on Adulthood” . Women and Infants
Hospital Annual Women’s Health Conference, 5/15/07, Regional Presentation.

9. “Stress Sensitivity and Risk for Psychopathology: Genes, Experience and HPA Axis Function.”
Distinguished Faculty Speaker, Twelfth Annual Brown University Research Symposium, March, 2008,
Regional Presentation.
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2. NARSAD (Young Investigator Award), “Hypothalamic-Pituitary-Adrenal Function in Adults with a History
of Early Life Stress,” Principal Investigator; 6/03-5/05, $60,000.

3. Janssen Pharmaceutica Faculty Development Award in Psychopharmacology, 5/18/03, $25,000.

4. RSGPB PBP-103382 American Cancer Society, “Improving Smoking Cessation in Smokers with
Depressive Symptoms”, role: study physician, 7/02-6/04

5. Medtronic, Inc., “Electrical Stimulation of the Anterior Limb of the Internal Capsule to Treat Major
Depressive Disorder,” Co-Investigator, 10/02-9/04, $315,000.
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6. 1IK23MH067947-1A1 Mentored Patient-Oriented Research Career Development Award, “Risk for
Depression, Stress, and Neuroendocrine Function,” Principal Investigator; 12/03-11/08, $905,000.

7. Pfizer, Inc. “Sertraline Treatment and Cortisol Response to the DEX/CRH Test”, Investigator-Initiated, Co-
Investigator, 1/04-11/06, $300,684.

8. United States Department of the Interior, “Perceived Early Life Stress and DEX/CRH Test Response as
Predictors of Psychological Sequelae following Exposure of Healthy Adults to War Stress,” Co-
Investigator, 7/04-6/05, $40,000

9. UCB Pharma, Inc. “Keppra Treatment and Cortisol Response to the DEX/CRH Test in Healthy Subjects,”
Investigator-Initiated, Co-Investigator, 6/04-5/07, $111,624.

10. NCCAM/NIMH AT001742-01, "Double-blind, placebo-controlled study of SAMe vs. escitalopram in
MDD," Co-Investigator, 4/04 - 3/09, $1,087,938.

11. United States Department of Defense, “Biomarkers of risk for post-traumatic stress disorder (PTSD),”
Principal Investigator, 4/07-4/10, $276,422.

12. R0O1 MH0687670-01 “DEX/CRH Response: Mood/Anxiety Disorder Endophenotype? Phase 2.” Co-
Investigator, 12/08-11/13, $3,514,780, pending.

13. R0O1 MH083704-01 “Childhood Maltreatment: Biomarkers of Risk and Resilience.” Principal Investigator,
4/09-3/14, pending.

14. R0O1 “Onset and Maintenance of PTSD in Irag Veterans: A Longitudinal Study of Psychosocial and
Biological Risk Factors.” Co-Principal Investigator, 7/09-6/14, $3,907,421, pending.

UNIVERSITY TEACHING ROLES

Psychiatric Interviewing, PGY 1 Residents, 2003-

Introduction to Psychiatric Literature, PGY 1 Residents, 2003-2004

Mood Disorders Psychopharmacology lectures, PGY 1-4 Residents, 2003-.

Mood Disorders Psychopathology lectures, PGY 1-4 Residents 2003 - .

Grant Reviewer, Post-doctoral fellows grantsmanship workshop 2004-2006

Research Supervisor, Post-Doctoral Psychology Fellows 2004-2007

Dissertation Committee Member, Pre-Doctoral Psychology Student 2005-2007

Course Director/Instructor, Principles of Biostatistics, T32 Post-Doctoral Fellows, 2006-2008

Morbidity and Mortality Conference Preceptor, PGY 1-4, 2007-

Supervisor, Brown University Psychology Department senior student Independent Research Project 2007-2008

Supervisor, Brown University Neuroscience Concentrator senior student Independent Research Project 2008-
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HOSPITAL TEACHING ROLES

Supervisor/preceptor, 3rd- and 4th-year Brown medical student clerks, 2003-2007
Supervisor, Brown psychiatry residents (Inpatient; PGY-1 - PGY-4), 2003-2007
Doctor-on-call supervisor, Butler Hosp. Patient Assessment Service, 2003-.

Supervisor, Brown psychiatry residents (Outpatient, PG-3), 2003-
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